D a i l y i n j e c t i o n s o f rhGH and i n f u s i o n s o f r h l G F -l h a v e a d d i t i v e e f f e c t s on
b o d y growth in G H -d e l i c i e n t rats. We n o w measure g r o w t h responses t o a f i x e d d a i l y dose o f rhGH (240 ~g l d , sc injection) g i v e n o n c e or t w i c e d a i l y , w i t h or w i t h o u t r h l G F -l ( 1 2 0 p g i d , sc infusion) f o r 8 d in f e m a l e dwldw r a t s (6-8 w e e k s o l d , 100 (1) . R a t s were s a c r~f l c e d on Day 8; o r g a n s w e i g h e d
and serum and t i b i a t a k e n . D a t a i n t h e T a b l e a r e m e a n s + SD (n=5lgroup).
For w e i g h t gain, c a r t i l a g e and r e l a t l v e liver g r o w t h bid rhGH gave l a r g e r responses t h a n d a i l y rhGH. S p l e e n g r o w t h and serum IGF-I were o p t i m a l w~t h r h l G F -1 a l o n e . C o m b i n a t i o n t r e a t m e n t g a v e g r e a t e r w e i g h t gain and 41igher s e r u m IGF-1's b u t n o t g r e a t e r cartilage, lhver or s p l e e n g r o w t h We conclude t h a t when rhGH is g i v e n In an o p l i m a l p a t t e r n a t high doses a d d l t i v e whole body a n a b o l i c e f f e c t s o f r h G H and r h l G F -l are o b s e r v e d .
369
SKIII.II'I'I\I.
h11\'I'1I1<~\'1'1ON i\NI) (:I<O\V'l'II I ) I I I < I N ( ; I'lllll,: 
d i n p a t i e n t s a f t e r HY f o r c r a n i o p h a r y n g i o m a . T h i s g r o w t h h a s been a t t r i b u t e d t o m u l t i p l e f a c t o r s i n c l u d i n g p r o l a c t i n , I
C F -I , i n s u l i n a n d a n t i -G B r e c e p t o r a n t i b o d i e s . We h a v e f o l l o w e d f o r 1 8 y a now 22 y e a r o l d m a l e who was HY f o r a c r a n i o p h a r y n g i o m a a t age 4 . S u b s e q u e n t l y h e was r e p l a c e d w i t h t h y r o i d , c o r t i s o n e DDAVP and l o w dose h a l o t e s t i n . He grew n o r m a l l y a n d a t t a i n e d a f i n a l h e i g h t o f 1 7 9 . 5 cm (+2 S.D. f o r T.H.: + 0 . 4 SD f o r C . A . ) ; w e i g h t 96 k g , 30 'X above IBW, B H I 30 kg/m2. He h a d c o a r s e f e a t u r e s , l a r g e hands and f e e t , and a c a l c a n e a l h e a l p a d o f 25 mm, c o n s i s t e n t w i t h ac romegaly.
CII r e s p o n s e t o a r g i n i n e . L -d o p a , GRF and s l e e p were < 0 . 5 ng/ml. C i r c u l a t i n g P r l < 2 ng/ml, I C F -1 17 n g / d l , I C F -I 1 104 m c g / l and IGF-BP3 0 . 4 m g / l were v e r y l o w . No plasma GH b i o -a c t i v i t y was d e t e c t e d . He h a d a s t r i k i n g l y e l e v a t e d i n s u l i n r e s p o n s e L o a n OGTT(peuk > 400 m u / l ) b a s a l i n s u l i n a n d g l u c o s e t o l e r a n c e were n o r m a l , c o n s i s t e n t w i t h i n s u l i n r e s i s t a n c e . We p o s t u l a t e t w o mechanisms b y w h i c h i n s u l i n i n d u c e d t h e g r o w t h p r o m o t i o n and a c r o m e g a l o i d f e a t u r e s i n t h e presence o f v e r y l o w GH, I G F -I a n d P r l . t h e f r e q u e n t and s t r i k i n g l y e l e v a t e d c o n c e n t r a t i o n s o f plasma i n s u l i n i n r e s p o n s e t o f e e d i n g 1 ) a c t on t h e I C F -1 r e c e p t o r t o p r o d u c e a n I C F -I e f f e c t a n d 2) t h e I~y p e r i n s u l i n e m i a i n c r e a s e s l o c a l I G F -I p r o d u c L i o n i n c a r t i l a g e ( A l a r i d e t a 1 E n d o c r i n o l o g y 130: 2305, 1992).
We s u g g e s t t h e c o p b i n a t i o n o f t h e s e t w o e f f e c t s o f H I a c c o u n t f o r t h e g r o w t h p a t t e r n and a c r o m e g a l o i d f e a t u r e s o f t h i s and s i m i l a r p a t i e n t s .
